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A 3-mcnth study in rats found eortical tubular changes
including enitheilal degeneration with intravenous dosas
» £ m(rkg, given once every wo weeks, Following a
rocovary perisd {1 month), the deganerative chenges
were completsly reversad. Focal fibresls of renal tubiles
was partially reversed.

In two studies conductad in dogs, Aredia was given a3
u boius intravenaus lnjecton sither dally for 1 month or
once & week for S months. In the 1-month study,
tubulointerstitial Nephritis, tubular degeneration and
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she 81 et 24 hoys of saline hydrathon wers randomiced
Teceive eithe! 80 Mg of Aredia a4 & Rinyjle 24-how! ntravarou)
tugonor 2.3 oG of Drdronel (etigrongie dmodium ié a Bt t
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response nat wave 7% ko he Arwdis group snd 8% lur e
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Autia, I ONUOCtEn Wik adaquats hydraton, i indicand 1! the
textme |Sacisd with maignenay, with of
A MOtastadet. BalientE who have alher apidemmold ot
NON-SoIBHMTON tUMON fespond 10 trestment with Arsgly. Vigor-
ous saine hyomtion, an imtegral part of hypercaicermia therepy,
ShOuK De NEW'AQ PIOTTYY SHE AN NemeX Bhoud be rMads to
reatdie INe yNne ouE to mboul @ Lty throvghaut treatment,
M Of edyMeomatio ysercaioumis May De treated With CONef.
VEE\ % Massures (1.9, Raling MydrEton, wih or wihout op diuret,
ich). Paliohts WAOUE Oe hydmiad ededusiely thIoughOU the
Iraxime I, Dit cVRmMyS rtion, SRPRCIS) Y Wi thOe PatSME WD hiive:
chrORs 1aliure, MUt be evoiied, Divietic thempy & Ul not be
eTooYe! pricd 1o CoNRtton of Mypovownse. Tie salely end
oticaly Ot Aredit.n (he Poutmem OF RYDerCRICHTI M SO0 N With
hyperparafy /S Or wil Sther non-lumoi-elssd sandliong
has not been  sa\abiehed,
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dliaton occumed &t 2 mp/kg. At recovery (1 month) the
soverty of these issiona was minimal or trace. Similar

- lastons (siight to marked saverity) ware noted in the

_') a.menth study at 3 mg/kg and highar, Howevar, na
imgravamant of the lesions was observed following the
month recovery pared.
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Drug Inlemations
Concormitant azminksimtion of & ioap dunetic hes no affect on tha

caltium-iowerig Bcbon of Arst s Nesthertnginrasiensham=—s . -
AP Ar

Caroin0ashesis, NUAZeneall, ImDeivreid of Pertility
I & 104-Wiel SRrEINDEANIATY STy (Cally oral scminmtretion) In
faz3, the'e wat & pONtive GOL8 reapOnte reEtMND fof Denign
A3renal pheoTromocyiome i malss (p «0.00001), Although thie
CONIZION Wel @it theeived I teMuied, the INCKIence Was ROt
statdatimlly ignitiart. Wion tha dase caiCy sion ware Sdjusted
o mootur for the Lmiad ora! biogveliabliny of Aradla in i, the
lowest Oally COM MMCHLSC W GNENA POMOGHIOMECYOME
wan Sivier to e intecked inical dose. Areom [Sally om aamin-
Stradion} wed Nt Sertinogenio 1h an Go-wweek KUY In Mide.

Arodia was nonrAszenia 1y four mutapaniany asasys: Ames
ne!. MICkUs-aNOMIY tedt, Bistenohiomalid-sxchange study, and
POM-MARION 1981,

1 Fats, decremsed fertiity oczumred i {imst ganartion ofiapiing
of pimema who Pad rcervad 100 rgvag of Aredia amlly; however,
TNis OCOUTYD Ofly Wheh ANITIS Wty Metad WA Mefrers of the \/

s roun, Aredis ks not been sdministarsd InTavencusty in
oush & sluay,

Prgnancy Cawgoery €
Aradi has Deen shcwm 1o increase the length of Qestation and

PARUMION W Tt cotLling 1n aa NCTeads I puD MOTLAIY wheh
given orlly a1 daly dosae of A0 anc 150 mghg/dey from belom
pregnancy uhill enet pafturiion. Wheh corfecied fof Ol bit
aveimbiiy, sach oaly oone i agprmiriiey 5.7 10 1.7 timed 1he
highas! McomMTENcet humin doss Tor & singie Kravenous iu-
son. Ol oosm o 26 10 180 MNG/0ay Gunng the perod of
gratmtion faled 1o damonytrlis BAY LeraaQenic, fetcionio, of
SMDYORONTs alteces in reis OF ARbORE . Aniral taproGUOION Siudied
have NOt been onducied with inrsvenously sdminiztered Aredia.
R g not Wown 1 INVevenous Aredia 0N Ouuke (uia) harm whah
adminiersd te pregasm warmen or f f can affedt repreduction
capaoky. Thers &M no acetuate WG Weloontitien wudies In
Pragnan wormen, Aradis shoukd be wesd guring pragnanty orly i
the potentisl Denel? justiied 10 poleni) Mgk 10 (he fetus.

Ra et whathar Aracla la sicreted in human mik. Secuuss
any Jrgs &/ swOreted In NUMan Mik, GALAION SROVID b sy
Szt when Aredia # administersd 10 & RUrSING WOIMAL

Podiaitio Ve .
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Drug-related locsl soft-tissue symptoms {recness, |
awelling or Ingurstion and pxin on palpiiation) at the
site of cathetsr insartion ware most common (18%)
in patients treated with 80 mg of Aredia. When sll
on-therapy avents are consideroo, that rate rises 0
41%. Symptomade rreatment rasulted in rapid
resciution in wil patients,

s ——

Four o 82 patients (4.9%) whe recefved Arecia
during the 2 U.S. controlied hypercaicenia cinical
studias were reporad to have had seizures; 2 of
whom had pre-axiating selzure disorders, None of
the eaizuras wero contidered 1o be drug-related
by the Invattigators. Howaver, a possible
relationship botwean the drug and the ooouirence

of selzures cannot be ruled out
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Do Chete woman (08 17 Who wis fresied with 208 rg 0 Arsoly
Say 10° 3 gys. sTDeRncad hgh tevee {20.5°C), hypOtent ion (om
1TO/100 mremig o S080 T, and At ient talts Dorrend B,
Noted aoou 8 noun cLel he Tine Muson, The fever and RyDOLR.
S0 Were MOICK COMEStY wih wrokds.

¥ avardousgs SCTUTE, SyMRIOMENG Nypockiostia COUK also
Potull: 4UON Datietts Shovit be treazad Wih shen e/ m NTTavenoud
cocum,

COBATE AND ADMNISTRATION

Considenion Ehous b given o the sevedty of 82 wel s the
AYITEROTS Of RyperoLiowtia. The eCOmMenced Sots Of Aredia in
MOCenle MyDITACHTIA ng serum caidum of spprexi-
rwtey 18-14.6 mgadl] i 6580 MY, and in Severe Rypeicaemia
{asructed aervm oG, » 13.5 MONIL). i B0 IO, gven Ba AN
A, 31 CIe008s, INrEvenous intusion over 24 hours.  Abumin-
correcied berun calttum [CEA, MY/Cu) » SONim ouiciufm, my/dl+
0.8 (4.5 - Satym: aioummin, geu_

Yigorous saline hyd alone inay be sufiichem KOr teating
mid, saymplomatié Mypwimiteie  Overyaration shvuio be
Sv0ided M palieni Wit hewe poisntial for cariies fwire 10
WWWM&MM“M
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A lyniad puiber of patioht Moy /90eived MOM (N ONe taast-
Mot weh Angcla o hypowaicema. Fiatrextrnees wih Aledia frmy
be cRrwiiernd 1 hype/Calopmia lourt. 1 I ROOTYTRNGHS that &
MMM Of 7 Sa)9 elapse Deisrs revemivan, to uiow tor ful
respanse ia 1he intiel done. Tha cose and MANRC? Of Fetrest Tt
Is iowAtw t thal Of the Inhia) therapy.

Praparzton ol Solutoh

Aredia, ¥ fecormitited by aiding 10 mi of Moerke Water fo!
inection, US®, 10 sahh vial, FauRing ina soltion o 30 g/ 0 mL.,
Tha pi of the recomaitvies sebsipn ia 6.0« 7.4. The Grug shoukd
D COMOistply A150Med DefZi the S0iUton R uthdrewn, Tha dally
OB MWL DS AOTINRIGNS A &0 IMmvencus iU ver 34
houls. The NeCormmenOed 008 $hOVd D divted in 1000 i of
sarde 0AS% o 0.0% Socium Chiodos, UBP, o 8% Dexirose
inmcon, UBP. Thit Ifveion SA0N I8 Ui tor Up 10 34 hours &
mom wparturs. Armde muet et e Mikes with sslcium-
SOMMMINING INRRMA SoBens, such b Fingera sohdon

Nokir Pareniers) arug Sreducts Shoukd be lnsphect viaually
for perticussts manss and dacsionton prief 16 stmiieds.
ton, atwnsver soiution snd Conmine? Peemh

Atedls recomituLec wiin fiarie Water for iection may be
storad undec relrperaion o3 36-44°F (B-0°T) for up 10 24 hours,
HOW SUPPLIED
Yitis - sadh COMang 50 mo of tiertia, Iyophiized, pamidmnale

dxodum and 470 mg o' mennsol, UBP. -

Cartons 0 4 IS cmumnmimummimmsnnan NOS 00R3-2001-04
Do not Mare above #0°F (X°C).
Cauttont Facaal \ww prohitrs diapensing wikhout pres oheHoON.
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